Natural killer (NK) cells have been reported to play a pathological role in autoimmune uveitis. However, the mechanisms regarding NK cells in uveitis and factors that affect NK-cell activation in this condition remain unclear. Here, we report that the number of 
can affect photoreceptor cells and will likely lead to a visual disability. 1, 2 A disorder of the immune system represents an essential pathogenesis for autoimmunity uveitis. In specific, the large number of lymphocytes, including mature dendritic cells (DCs), T cells and natural killer (NK) cells infiltrating the eye may be a critical factor which drives this disorder of the immune system to result in tissue damage. [1] [2] [3] [4] [5] [6] However, the underlying mechanisms of uveitis remain unclear.
Recently, NK cells have been reported to play a role in experimental autoimmune uveitis (EAU). 3, 4, [6] [7] [8] NK cells, which are a component of the innate immune system, represent the first line of defence against infections and play a regulatory role in autoimmune diseases by regulating the secretion of cytokines or by interacting with other cells. [9] [10] [11] [12] [13] [14] [15] As activated NK cells produce a significant increase in the expression of IFN-γ in Behcet's disease, a type of autoimmune uveitis, 4, 6 any prevention in the secretion of IFN-γ from NK cells would have the potential to alleviate uveitis. An alteration in the status of NK cells may also contribute to the recovery of Behcet's disease through suppression of Th1 responses, 4, 6 which represents a pathogenic factor for uveitis. 6, [16] [17] [18] [19] Depleting of NK cells would alleviate the symptom of EAU. 8 Thus, the status of NK cells plays a critical role with regard to the development of autoimmune uveitis. Previous findings from our laboratory have revealed that EAU increased the number of CD3 -NK1.1 + NK cells during its inflammatory stages within the eyes and spleens. 3 Moreover, these cells expressed increased levels of CD83 and secreted elevated levels of IFN-γ. 3 However, the role of such CD83 + NK cells in EAU remains unknown and the specific factors affecting activation of NK cells in uveitis are unclear.
Interleukin-18 is a pro-inflammatory cytokine and is originally defined as an IFN-γ-inducing-factor. 20 It has been reported that IL-18 
| MATERIALS AND METHODS

| Experimental autoimmune uveitis
Pathogen-free female C57BL/6 (B6) mice (6-8 weeks of age) were purchased from the Peking Vital River Laboratory Animal Ltd., Beijing, China and were maintained under pathogen-free conditions, and were performed in compliance with guidelines of the care and use of laboratory animals were approved by the ethics committee of Shandong For anti-IL-27 neutralizing antibody treatment, anti-IL-27 neutralizing antibody (10 µg/mL) was added to the co-culture system of DC and NK for 24 hours.
| DCs depletion
To determine which cells produced IL-18, CD45 + lymphocytes were isolated from the eyes of EAU mice. 33D1 
| Flow cytometric analysis
The cells from the eyes, lymph nodes and spleens were collected from naïve and EAU mice as previously described. 3, 46 For analysis of immune cells within the eye, mice were selected with the same severity of inflammation in the eyes which were detected by Genesis-D camera, and then, the eyes were pooled from 2 to 3 mice (4-6 eyes) and removed the lens from these eyes. A single cell suspen- 
| ELISA analysis
Aqueous humour and serum were obtained from the mice. Aqueous humour and serum concentrations of IL-18 and IFN-γ were analysed with use of an ELISA kit of mouse IL-18 or IFN-γ (R&D Systems Inc).
The assay was performed according to the instruction manual provided.
| Statistical analysis
Data analyses were conducted using GraphPad Prism 5 (GraphPad Software, San Diego, CA, USA Figure S1 .
Infiltrating CD3 -NK1.1 + NK cells within the inflamed eyes and spleens were found to increase on days 8-12 (the initiation stage of EAU, Figure S1 ). Figure 2D ). Similar phenomenon was found in the lymph nodes of the mice with CD83
transfer, but not in the spleen ( Figure 2D and Figure S2 ). These data indicated that CD83 + CCR7 + NK cells could affect the development of EAU and influence infiltrating T cells and DCs. 
| Anti-IL-18R antibody treatment relieves EAU symptoms and decreases NK cell infiltration within the inflamed eyes
To assess whether anti-IL-18R antibody could affect the symptoms of EAU, anti-IL-18R antibody was administered through the tail vein of EAU mice that had been immunized for 8 days. 
| DISCUSSION
Uveitis is a serious inflammatory disease that can result in visual disability and blindness. 1 The primary basis for recurrent uveitis IL-18 is mainly produced by macrophages, neutrophils and DCs. 19, 22, 24 In our experiments, we found that macrophages, neu- factors regulating DC-NK interaction in EAU may be present, which will be investigated in further studies within our laboratory. In addition, IFN-γ has been recognized to have pleiotropic effects in autoimmunity. [58] [59] [60] The function of IFN-γ in autoimmune disease may be related to its dosage and time. 61, 62 The mechanism of IFN-γ in EAU needs further studying.
The treatment of uveitis remains a challenging undertaking and an area of active research. 1, 63, 64 Conventional therapy involves use of corticosteroids as a first-line therapy for patients with active uveitis, however, long-term corticosteroid treatment can result in serious systemic and ocular side effects. 2, 64 Alternatively, immune-modulatory therapy drugs administered as steroid-sparing agents have shown effective clinical results for both systemic diseases and ocular inflammatory diseases and it is anticipated that the development of novel immunomodulatory drug therapies will replace conventional drugs to achieve enhanced therapeutic effects. [63] [64] [65] While immunotherapy represents the main treatment protocol for autoimmune uveitis, it is obvious that further studies are needed to identify the most effective targets. 63 In this study, we show that anti-IL-18R and JX performed statistical analysis of the data; YS generated the figures and tables. All the authors approved the final version of this manuscript.
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